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TI Compositions and method for determining the presence of human PTTG peptide 
in a sample . 

AU Melmed, Shlomo [Inventor, Reprint Author] ; Pei, Lin [Inventor] 
CS ASSIGNEE: Cedars-Sinai Medical Center 
PI US 6750327 June 15, 2004 

SO Official Gazette of the United States Patent and Trademark Office Patents, 
(June 15 2004) Vol. 1283, No. 3. http://www.uspto.gov/web/menu/patdata.htm 
1. e-file. 

ISSN: 0098-1133 (ISSN print) . 
DT Patent 
LA English 

ED Entered STN: 7 Jul 2 0 04 

Last Updated on STN: 7 Jul 2 004 

AB Polypeptides are expressed by the pituitary- tumor-transforming-gene 
(PTTG) , formerly known as pituitary-tumor- specif ic-gene (PTSG) , and 
nucleic acids encode them. Examples are the human and rat PTTG proteins. 
The nucleic acids may be applied to the production of a recombinant 
protein, and to the detection of the presence of PTTG genes in different 
species. The nucleic acids may be operatively linked to a vector, 
optionally provided with control and expression sequences and/or being 
carried by a host cell. The nucleic acids may also be delivered to a 
mammal to compensate for the absence, or a defective expression, of 
endogenous protein. The nucleic acids, proteins, and . antibodies are also 
employed in disgnostic assays, as well as, for example, in the production 
of anti-PTTG antibodies (protein) , therapeutic compositions and other 
applications of the proteins and antibodies. Various kits utilize nucleic 
acids, polypeptides, and/or antibodies. A transgenic non-human 
mammal expresses PTTG. 
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TI Compositions and method for determining the presence of rat PTTG peptide 
in a sample. 

AU Melmed, Shlomo [Inventor, Reprint Author] ; Pei, Lin [Inventor] 
CS Los Angeles, CA, USA 

ASSIGNEE: Cedars-Sinai Medical Center 
PI US 6723519 April 20, 2004 

SO Official Gazette of the United States Patent and Trademark Office Patents, 
(Apr 20 2004) Vol. 1281, No. 3 . http : / /www . uspto . gov/web/menu/patdata . html 
. e-file. 

ISSN: 0098-1133 (ISSN print) . 
DT Patent 
LA English 

ED Entered STN: 12 May 2 0 04 

Last Updated on STN: 12 May 2 0 04 
AB Polypeptides are expressed by the pituitary-tumor-transf orming-gene 

(PTTG) , formerly known as pituitary- tumor-specific-gene (PTSG) , and 



nucleic acids encode them. Examples are the human and rat PTTG proteins. 
The nucleic acids may be applied to the production of a recombinant 
protein, and to the detection of the presence of PTTG genes in different 
species. The nucleic acids may be operatively linked to a vector, 
optionally provided with control and expression sequences and/or being 
carried by a host cell. The nucleic acids may also be delivered to a 
mammal to compensate for the absence, or a defective expression, of 
endogenous protein. The nucleic acids, proteins, and antibodies are also 
employed in diagnostic assays, as well as, for example, in the production 
of anti-PTTG antibodies (protein) , therapeutic compositions and other 
applications of the proteins and antibodies. Various kits utilize nucleic 
acids, polypeptides, and/or antibodies. A transgenic non-human 
mammal expresses PTTG. 
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PA Cedars -Sinai Medical Center, USA 
SO PCT Int. Appl., 50 pp. 
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AB The present invention discloses a null mutant (or knockout) rodent 

comprising in its germ cells an artificially induced PTTG null mutation. 
In some embodiments, the null mutant rodent can be generated by way of 
homologous recombination in an embryonic stem cell or germ cell. The 
inventive null mutant rodent can be used to study mammalian physiol. at 
the cellular, tissue, and/or organismal level with respect to various 
phenotypes, including hyperglycemia, hypoinsulinemia , hypoleptinemia , 
diabetes, chromosomal aneuploidy, premature centromere division, 
chromosomal damage, aberrant mitotic cellular division, thrombocytopenia, 
thymic hyperplasia, splenic hypoplasia, testicular hypoplasia, and female 
subf ertility . Also disclosed is an animal model for diabetes, a somatic 
or germ cell obtained from the null mutant rodent and a cell line derived 
from a cell obtained from the null mutant rodent. 
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TI Transgenic cells transfected with pituitary tumor transforming 

gene (PTTG) ) expression vectors and uses as cell model for study 
of PTTG and thyroglobulin expression 
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AB The present invention provides a TSH (TSH) -sensitive cell transfected with 
an expression vector comprising a DNA segment encoding a functional 
pituitary tumor transforming gene (PTTG) peptide, wherein the cell 
overexpresses PTTG in response to TSH. The nucleic acids of PTTG may be 
operatively linked to a vector, optionally provided with control and 
expression sequences and/or being carried by a host cell. Also disclosed 
is an in vitro cell model for the study of genetic regulation mediated by 
PTTG in a mammalian cell wherein PTTG expression can be modulated by 
exposing the cell to TSH or estrogen. In one embodiment, the cell model 
is used to study the effect of PTTG expression on sodium- iodide symporter 
(NIS) expression or to modulate NIS expression. 
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TI Pituitary- tumor-transforming-genes, and related products. 

AU Melmed, Shlomo [Inventor, Reprint author] / Pei, Lin [Inventor] 

CS Los Angeles, CA, USA 

ASSIGNEE: Cedars -Sinai Medical Center 
PI US 6455305 September 24, 2002 
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DT Patent 
LA English 

ED Entered STN: 2 7 Nov 2 0 02 

Last Updated on STN: 27 Nov 2002 

AB Polypeptides are expressed by the pituitary-tumor-transf orming-gene 
(PTTG) , formerly known as pituitary-tumor- specif ic -gene (PTSG) , and 
nucleic acids encode them. Examples are the human and rat PTTG proteins. 
The nucleic acids may be applied to the production of a recombinant 
protein, and to the detection of the presence of PTTG genes in different 
species. The nucleic acids may be operatively linked to a vector, 
optionally provided with control and expression sequences and/or being 
carried by a host cell. The nucleic acids may also be delivered to a 
mammal to compensate for the absence, or a defective expression, of 
endogenous protein. The nucleic acids, proteins, and antibodies are also 
employed in disgnostic assays, as well as, for example, in the production 
of anti-PTTG antibodies (protein) , therapeutic compositions and other 
applications of the proteins and antibodies. Various kits utilize nucleic 
acids, polypeptides, and/or antibodies. A transgenic non-human 
mammal expresses PTTG. 
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TI Compositions and methods for modulating mammalian T- lymphocytes by 
targeted pituitary tumor transforming gene (PTTG) expression and/or 
function 
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neoplastic cellular proliferation 



and/or transformation of mammalian T-lymphocyte cells, including cells of 
human origin, in vitro or in vivo. Also disclosed are methods of 
immunomodulating, i.e., inhibiting or inducing, the activation of 
T- lymphocytes by modulating gene PTTG (pituitary tumor transforming gene) 
expression and/or gene PTTGl protein function. In vitro methods for 
screening substances for new immunosuppressing or immunoenhancing agents 
that modulate the activation of mammalian T- lymphocytes are disclosed. 
Also disclosed are useful compns . and kits. CDNA for human gene PTTGl has 
been cloned based on sequence homol . with the rat PTTG gene. The rat and 
human genes and their encoded proteins have been investigated, including 
their mRNA expression in tissues and cell lines, transactivation of gene 
transcription, effects of overexpression on cell proliferation and tumor 
induction, regulation of human bFGF secretion, and identification of a 
human PTTG gene family. Gene PTTGl and its encoded protein have 
transforming activity, in vitro and in vivo, which requires a proline-rich 
domain in the polypeptide C-terminal region. The transforming protein 
encoded by gene PTTGl may function through SH3 -mediated signal 
transduction. Human gene PTTGl mRNA is overexpressed in most cancers, 
including tumors of the colon, breast, ovary, and myeloid lineages. Gene 
PTTGl mRNA expression also increases upon T cell activation by anti-CD3 
antibodies or phytohemagglutinin (PHA) in parallel with T cell 
proliferation, after IL-2 mRNA induction, and before cyclophilin mRNA 
induction. Immunosuppressants hydrocortisone and cyclosporin A inhibit 
PHA-stimulated gene PTTGl expression and T cell proliferation in normal T 
cells, while cyclosporin A and TGF-pi inhibit gene PTTGl mRNA 
induction in activated leukemia cells. MRNA expression of gene PTTGl is 
cell cycle -dependent in both T cells and a T cell leukemia line, with 
highest expression in G2/M-phase cells. Transfection of PHA-activated T 
cells with gene PTTGl DNA encoding the C-terminal polypeptide region 
decreased the amount of S-phase cells and increased G2/M-phase cells. 
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*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB We recently isolated rat pituitary tumor transforming gene ( 

PTTG) complementary DNA and showed its potent in vitro and in vivo 

transforming activity. We now characterize the mouse PTTG gene 

and its promoter. The entire gene is composed of five exons and four 

introns and spans about 7 kb . Northern analysis showed that PTTG 

was expressed in several tumor cell lines examined, but not in all normal 

tissues, implying a correlation between PTTG and tumorigenesis . 

Using rapid amplification of 5'-cDNA ends, the transcription start site 

was localized at -303 nucleotides upstream to the ATG codon in both F9 and 

AtT20 cells. An approximately 4.3-gb upstream region demonstrated promoter 

activity in AtT20 cells as well as other cell lines tested, and in vivo, 

the cloned promoter driving an enhanced green fluorescent protein 



transgene exhibited transcriptional activation in testis and 
embryo. Serial deletions showed that -313 bp of the 5 '-flanking region was 
critical for promoter activity. Three elements contribute to promoter 
activity. Both element A {-313/-293) and element C (-180/-160), in an 
electrophoretic mobility shift assay using NIH-3T3 nuclear extract, formed 
three specific complexes, which were competed by a known Spl oligo; one 
complex was supershifted by Spl antibody, and the other two complexes were 
both supershifted by an Sp3 antibody. Two mutants disrupting element A 
resulted in up to 70% loss of promoter activity and abrogated formation of 
specific DNA-protein binding complexes, implying a more important role for 
element A. Element B (-249/-229) shows more than 80% homology to a 
consensus c-myb element, but formed two specific complexes that differed 
from that of c-myb in the electrophoretic mobility shift assay. Thus, the 
integrity and possible cooperation among these elements contribute to the 
basal promoter activity of the mouse PTTG oncogene homolog. 
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AB Polypeptides encoded by the pituitary tumor transforming gene (PTTG) , 
formerly known as pituitary tumor specific gene (PTSG) are disclosed. 
PTTG nucleic acids may be applied to the production of a recombinant protein 
and to the detection of the presence of PTTG genes in different species. 
The nucleic acids, proteins, and antibodies may be employed in diagnostic 
assays, as well as, for example, in the production of anti-PTTG antibodies and 
therapeutic compns . . The nucleic acids may also be delivered to a mammal 
to compensate for the absence, or a defective expression, of endogenous 
protein. PTTG was identified in a rat pituitary tumor cell cDNA library 
by differential display PGR. Both human and rat PTTG cDNAs were cloned. 
PTTG was strongly expressed in testis and in carcinoma cells. Recombinant 
3T3 cells expressing PTTG caused tumor formation in mice. 



